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IN THE CLAIMS: 

Claims 1-60 (Cancelled) 

Claim 61 (Currently Amended) A method of inhibiting the cleavage of TNF-a 
from cell membranes in a human comprising administering to such human an effective 
amount of a hydroxamic acid compound comprisin g a nuitablo substitut e d the formula: 




orthe phaimaceutically. acceptable salt thereof wherein 
X is oxveen, sulfur, SO, SO? or NR 7 : 

R l . R 2 . R*, R 4 . R $ and R* are selected from the group consisting of 
hydrogen, hydroxy, NH^-CN, (Ci -C ^aUcvl (C^ -G Oalkenyl. fCfi -Cj ^arvKC^^alkenvl 
rC z -C g > fheteroarylfC z -C£)alkenvl. fC2-C^)allcsmyl,rC^ Ci n)arvlfC7-C^alkynvl, (C r 
C^heteroarvlfC^ -C ^alkvnvl. fC i- C^alkvlamino, rfCuC^alkvl^amino. (C r C*)alkvlthio, 
fC^-C^alkoxv. perfluoro( r C I - C^alkyU perfluoro(C i -C fi)alkoxy, (Cg-C]ft)aryl fC^- 
C g)heteroarvl (C fi-Cw j)arvlamino, (Cfi-C i n)arvlthio. fC^ C ^arvloxy, (C ?- 
Cq)hetCToaTylamino^_fC2 -Cg )heteroarylthio, fCg-Cglheteroaiyloxy, (C i-Cj Ocvcloalkvh (C± - 
C ^al^lfhydroxvmethvleneV piperidvL fCj -Cj Oalkvlpfoeridyl fCi-Cg)acyI 4 ( r C I - 
C^acvlamino, (C r C*)acvl^^ -CChH. H?N- 

( C^OK fC t-C ^alkvl-NH-f C=OV> and rfC r C^alkYnj-N-(_C=Q>; 
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wherein said (Cj -C ^alkvl is optionally substituted bv one or two groups 
selected from (C i-C fi )alkvllhio. (C i-C ^alkoxv. rifluoromethvl halo, -CN, (Cg-C^aryl, 
(Ci-Cg )heteroarvL fC* -Cm)ai^1 amin o, (Cfi-Cin^arvlthio, (C^ C ^aryloxv, fC r 
ra)hftternflTYlflmi no. fC^-C^heteroarylthip, (C ^-C glheteroarvloxv, (C^C^arvKCfi' 
C ^arvl. (C3-C$)cvcloalkvL hydroxy, piperazinvl, (C^ inWvlfCi-C ^alkoxv, (Co- 
CglheteroarvKC pC ^alkoxv. (C p C^acvlamino. (Cj-Cfi)acylthio. fC^ C ^acvloxv, (Cv- 
C/OalkvIsulfinvL fC^-C^arvlsulfinvl- fC^ C ^alkvlsulfonvl, CCg -C ^arvlsulfonvL amino, 
(Ci-C^alkylamino or ffC 1 -C ^)alkyl) i iamino; 

R 7 is hydrogen: (C^-C^alkyl optionally substituted by one or more of 
hydroxy. -CN, f^-C ^alkylamino^^ (C i-G Oalkoxv. perfluorofCx- 

GOalkvl. fCriCm^arvl. fC fi -Cintervlthio. fC^ C ^aryloxv. ( C z -C^heteroarylamino. fC r 
Cfitevcloalkyl, fCx -C ^^alkylfhvdroxymethylenel niperidyL fC r C £>alkvlpiperidvL (Ct_- 
C^acyl (Ci-CfilacylaminQ, (C T-C ^acyloxy, (G -C ^alkoxy-fC^OV. -CO;H. (C^C^alkvl- 
NH-rOOV. and rfC i-C ^alkvl^N-rc^QV: fC r C^arvlsulfonyl: (C r C ri )aIkylsuIfonyl; 
fCi^alkvl-NH-fC=OV: fC r C^alkoxy-fC=QV: (C r C ^alkvl-(C=OV: rfC r C^alkvV 
N-(C=OV: or (R 8 R*NV( OG) where R 8 and R 9 are taken together with the nitrogen that 
they are attached to form a ring selected from azetidinvl pyrrolidinyl piperidinvl. 
morpholinvl and thiomorphonyl: where O is CCA-Cin^arvlfCt-C^alkoxvfCA-Cmlarvl/C^- 
Cio)aryl(Ci-C6)alkoxy(Ct-C 10 )heteroaryl 5 (Ci-Ci 0 )heteroaryl(Ci-C 6 )alkoxy(C6-Cio)aryl s 
or (Cj -Cio)heteroaryl(Ci-C6)alkoxy(Ci -C] 0 )heteroaryl; 

with the proviso that when X is SO or SOg and R3 and are a substituent 
comprising a heteroatom, the heteroatom cannot be bonded to the ring; 

and with the -proviso that at least one of R*-R 6 must be (Cj-C^alkyl: 
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and with the proviso that when X is oxygen or sulfar and R 3 -R 6 are each hydrogen 
then R 1 and R 2 cannot both be methyl: 

that possesses an in vitro IC50 selectivity for TACE over MMP-1 of at least 100 
fold; wherein MMP-1 activity is determined by an MMP-1 in vitro assay and wherein 
TACE activity is determined by a human monocyte assay. 

Claims 62 - 80 (Cancelled) 

Claim 81 (Currently Amended) A - m e thod of inhibi ti ng tho olQavag e- ef - T?4F - a 
from ooll membranes in a human comprising admini s t e ring to suoh human an effectiv e 
amount of a di s ub s t i tutod hydroxomiQ a c i d compound comprising a suitably aubotitutod 
(Gs-G- tf )aryl(Cj .-C6 )alkoxy( - C 6- ^)QiyI. <G 6-G w)aryl(Cj .-€ ^)aIkoxy(€^ -64 6)botorQ oryl, 
^ ^)hotcn : oar>i(a^)aflcox -y(e^-G4 4)aiyl ? or (C^ -G ^)hotoroQryl(Cj .-e 6 )alkoxy(Cj .- 
G-i ^hc t erearvl, that The method of claim 61 wherein said hydroxamic acid_compoun_d 
possesses an in vitro IC50 selectivity for TACE over MMP-1 of at least 500 fold; wherein 
MMP-1 activity is determined by an MMP-1 in vitro assay and wherein TACE activity is 
determined by a human monocyte assay. 

Claim 82 (Currently Amended) A method of inhibiting the cleavage of TNF-a 
from cell membranes without inhibiting MMP-1 in a mammal comprising: administering 
to said mammal an effective amount of a hydroxamic acid compound that possesses at 
least 100 fold IC50 selectivity for TACE over MMP-1, said hydroxamic acid compound 
comprising-a the formula: 
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R 4 ^ T 7 




or the pharmaceutically acceptable salt thereo£ wherein 
X is oxygen, sulfur, SO, SO? or NR ? ; 

R 1 , R 2 . R 3 , R 4 . R 5 and R 6 are selected from the group consistingLof 
hydrogen, hydroxy, NH^-CN, (C r C ^alkvL (Q g-C ^alkenyl (C« -C mWrifC r C ^alkenYl, 
(C rC^heteroarvKC^ C ^alkenvl. (CVC^alkvnvL ffi-CinlarvlfCo-C^alkynvI. (C^ 
C^heteroarvlfCg-C^alkynvl. fC r C^alkvlammo. [fCj i.C ^alkvl]^amiiio, (C TC ^alkvlthio, 
(C j-CVjalkoxv, perfhiorofCj- caalkvl, perfluorofC r Cy >alkoxv. fC^-C ^aryl fC 2 - 
C ^heteroarvl, fC* -C ^awlammo. (Cg-C^arvlthio. (Ca-C^arvloxv. (Ci- 
Cg)heteroarylamiDo, fC^-C^heteroarvIthio, (Oj-Cgflieteroarvloxv, fCi-C^cvcloalkvl, (Cj - 
Cfi)alkyl(hYdroxYmethYleneV piperidvl. (C|-GOalkvlpiperidvL (C -C ^acyUCj - 
C^acvlamino, fC i-C Ukcvlthio. fd - GOacyloxv. ( C r Caalkoxv-fC=OV, -CO ? H. H 2 N- 
(C=QK fCi-Cg)alkyl^-rC^)-_ v _and [(C r C fi )allcyl]rN-fC=OV: 

wherein said (Cj -C ^alkyl is optionally substituted bv one or two groups 
selected from ( ^ -C ^alkylthio, (Cj^C^alkoxv, trifluoromethyl, halo, -CN, fC^ C ^aryl, 
fCo-Cg^heteroarvl fC^ C ^arylamino. (C *-C uriarvlthio. (XV Ci n)arvloxv, (C^ 
_Cq)heteroary}amino. fCg-C^'iheteroarvlthio, fCVC^heteroarvloxy, fCg -C ^arvlfC^ - 
Cin)arvl. fCi-C^cvcIoalkvl., hydroxy, pipera2inyl, (C^ Ci n^arylfC^-C^alkoxy, fC?- 
Cg)heteroarvlfC| -C ^aIkoxv, fC i-C ^acylajnino, (C i-G tecyhhio, (Ci-Cfi)acyloxy, fCi- 
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GOalkvlsulfinvL (Cfi -C ^arvlsulfiiivl fC r C filalkvlsulfonvl, fCg-C^arvlsulfonvL amino, 
fCj-GOalkylamino or (fC^-C*1alkvlYjamino: 

R. is hydrogen: fC i ^CV)alkvl optionally substituted bv one or more of 
hydroxy, -CN. fC r CQalky] amino, (Ci-Cf)alkylthio, /C TC rt'lalkoxv. perfluorofCt- 
C^alkvL (CfC i aWyl. (C^Cjnlaivlthio. fCfi-C tft )aryIoxy, (Cj -C ^heteroarvlamino, fC r 
C ^cvcloalkvl, (C^C^alkvlfhydroxvmethvlene). pineridvl fCj - C^alkylpiperidyLfCi - 
C^acvh fCi-GOacvlamino, fC r C^acvloxy. fC r C ^alkoxy-COOV. -CQ 2 H. (G-C^alkvl- 
NH-fOOV. and rfC r C^alky1 7 -N-fOOV: (C.-C ^arvlsulfonyl: fC r C^alkvlsulfonvl: 
fC 1 -C^alkvl-NH-(C=OV: (C r C «)alkoxy~rc>OV: (C r C ^alkvl-fCH3V: rfC i- 01alky| r 
N-fC=Q>: or (R 8 R 9 NV(OC» where R s and R 9 are taken together with the nitrogen that 
they are attached to form a ring selected from azetidinvl. pyrrolidinyl. piperidinvL 
morpholinyl and thiomorphonyl; where Q is (C6"Cio)aryl(Ci-C6)alkoxy(C^-Cio)aryl,(C6- 
Cio)aryl(Ci -C6)alkoxy(C2-C 9 )heteroaryUC2-C^ or 
(C2-C9)heteroaryl(C]-C 6 )alkoxy(C2-C9)hetcroaryl wherein each of said (C6-Cio)aryl or 
(C2-C$)heteroaryl groups may optionally be substituted by one of more substituents 
independently selected from halo, -CN ? (Ci-Ce)alkyl optionally substituted with one or 
more fluorine atoms, hydroxy, hydroxy-(Ci-C6)alkyi, (Ci-C6)alkoxy optionally 
substituted with one or more fluorine atoms, (Ci-C6)alkoxy(C]-C6)alkyl s HO-(C=0)- ? 
(d-C^alkyl-O-CC-OK HO-(C=0)-(C 1 -C 6 )alkyl, (Ci-<^)aIkyl-0-(C=0> (Ci-C 6 )alkyl s 
(Cj-^alkyHC^OK)^ H(0=C), H(0=C)-(Ci- 

C 5 )alkyl, (Ci-C 6 )alkyl(0=C>, (C r C 6 )alkyl(0=C)- (C r C 6 )alkyl, N0 2 , amino, (C r 
Q)alkyIamino, [(Ci-C 6 )alkyl] 2 amino ? amino(Ci-C6)alkyl, (Ci-C 6 )alkylamino(Ci- 
C<;)alkyl, [(Cj-C 6 )alkyl]2amino(C l -C 6 )alkyl, H 2 N-(O0)-, (Ci-C 6 )alkyl-NH-(C=0)-, [(Ci- 
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C 6 )alkyl] 2 N-(C=0)-, H 2 N(C=0)- (Ci-C 6 )alkyl, (Ct-C6)alkyl-HN(C=0> (C r Q;)alkyl, 
[(C,-C6)alkyl]2N-(C=0)-(Ci-C 6 )alkyl > H(0=C)-NH-, (Ci-C 6 )alkyl(C=0)-NH, (Q- 
Q)aIkyl(C-0)-[NH] (Ci-C6)alkyl, (d-CeJalkyKC^O-INfC^alkyl] (C,-C s )alkyl, (C,- 
C 6 )alkyl-S-, (Ci-C 6 )a]kyl-(S=0)-, (d-C 5 )alkyl-S02-, (CrC 6 )alkyl-S02-NH-, (C,- 
C 6 )alkyI-S0 2 '[N-(CrCs)alkyl]- J H 2 N-SOr, H 2 N-S02-(C,-C 6 )alkyl, (Ci-C s )alkylHN-S0 2 - 
(CrC6)alkyl, [(Ci-C 6 )a]kyl] 2 N-S02-(CrC6)alkyl, CF3SO3-, (Ci-C 6 )alkyl-S0 3 -, phenyl, 
phenyl(Cj-C6)alkyl, (C3-Cio)cycloalkyl, (C2-C9)heterocycloalkyl, and (C2-C9)heteroaryl; 

with the proviso that when X is SO or SO> and and Rd are a smbstituent 
comprising a heteroatom, the heteroatom cannot be bonded to the ring: 

and with the proviso that at least one of R*-R 6 must be fQ -C ^alkyl: 
and with the proviso that when X is oxygen or sulfur and R 3 -R 6 are each 
hydrogen then R 1 and R 2 cannot both be methyl: w herein MMP-1 activity is determined 
by an MMP-1 in vitro assay and wherein TACE activity is determined by a human 
monocyte assay. 

Claim 83 (Original) The method of Claim 82 wherein said hydroxamic acid 
compound possesses at least 500 fold IC50 selectivity for TACE over MMP-1. 
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